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l/KWIC/2 (Item 2 from file: 654) 

DIALOG(R) File 654: (c) FORMAT ONLY 2002 THE DIALOG CORP. All rts. reserv. 

Summary of the Invention: 

...related toxicity and from long-term immunosuppression (e.g. 
infections and secondary malignancies) . In addition, 
transplantation of bone marrow cells (BMC) or small intestine 
, which are rich in immunocompetent lymphocytes, frequently is associated 
with a potential life- threatening complication due to graft versus 
host disease (GVHD . . . 

Description of the Invention: 

...by co-stimulation results in tolerance. Such tolerizing agents 
include without limitation CTLA4-Ig, anti-B7.1 or anti- 
B7.2, anti-CD28, and antibodies against adhesion molecules 
such as anti-LFAl, anti-CD44, anti -CD40 ... reagents included CTL4-Ig 
fusion protein, and antibodies (or functional fragments thereof) specific 



for CD4 0L, B7.1, B7 . 2 , CD28, LFA1, CD44, ICAM-1, 

CD25, CD69, and MHC class II molecules. While some these... 

..relevant antigens to the T cells (e.g., CTLA4-Ig fusion protein and 
antibodies to B7 . 1 and B7.2), and some have the 

potential to interact with molecules on both cell types (e.g... their 
presentation of the relevant alloantigens without the participation of 
co-timulatory molecules (e.g., B7) , a mode of antigen presentation 
known to induce tolerance. In addition, the cytokine profiles observed... 



l/KWIC/7 (Item 7 from file: 654) 

DIALOG (R) File 654: (c) FORMAT ONLY 2002 THE DIALOG CORP. All rts . reserv. 

Abstract : 

. . .organ. The methods of the invention can be used to induce T cell 
tolerance to transplants such as liver, kidney, heart, lung, skin, 
muscle, neuronal tissue, stomach and intestine. A method for 
treating diabetes comprising administering to a subject allogeneic or 
xenogeneic cells expressing. . . 

Summary of the Invention: 

...a ligand on B cells or other APCs . Ligands for CD28 include members 
of the B7 family of B lymphocyte activation antigens such as 
B7-1 and/or B7-2 (Freedman. A. S. et al. (1987) 
J. Immunol. 137, 3260-3267; Freeman, G. J. et... 

...366, 76-79; Freeman, G. J. et al . (1993) J. Exp. Med. 178, 2185-2192). 
B7-1 and B7-2 are also ligands for another 

molecule, CTLA4 , present on the surface of activated T cells... of the 
current invention can be used, for example, to induce T cell tolerance to 
transplanted tissue or organs such as liver, kidney, heart, lung, 
skin, muscle, neuronal tissue, stomach and intestines. In one 
embodiment, the transplanted tissue comprises pancreatic islets. 
Accordingly, the invention provides a method for treating diabetes 
comprising administering. . . 

Description of the Invention: 

. . .may prevent the induction of costimulatory molecules on the 
allogeneic or xenogeneic cell, (e.g. B7 family molecules on a B 
cell), so that the cell delivers only an antigenic signal... may lack 
expression of or express only low levels of costimulatory molecules such 
as the B7 family of proteins (e.g., B7-1 and B7- 

2) . Expression of costimulatory molecules on potential allogeneic 
or xenogeneic cells to be used in the. . .be distinguished from activated B 
cells by assaying for expression of costimulatory molecules, such as 
B7-1 and/or B7-2, on the surface of activated B 

cells by standard techniques (e.g. immunof luorescence . . . The methods can 
be used to induce T cell tolerance in a recipient of a graft of a 
tissue or organ such as pancreatic islets, liver, kidney, heart, lung, 
skin, muscle, neuronal tissue, stomach and intestines. Thus, the 
methods of the invention can be applied in treatments of diseases or 
conditions which entail tissue or organ transplantation (e.g., 
liver transplantation to treat hypercholesterolemia, transplantation of 
muscle cells to treat muscular dystrophy. . . 



l/KWIC/8 (Item 8 from file: 654) 

DIALOG(R) File 654: (c) FORMAT ONLY 2002 THE DIALOG CORP. All rts. reserv. 

Description of the Drawings : 

...FIG. 12 shows PCR analysis mRNA expression of B7-1, 
B7-2 and OX-2 in various hepatic NPMC cell fractions... 



...a graph showing that anti-OX-2 reverses inhibition by NPC. The effect of 
anti-B7-l, anti-B7-2 and anti-OX-2 

Description of the Invention: 

. . .UC10-4F10-11) were obtained from Drs . C. June and J. Bluestone 
respectively, while anti-B7-l, anti-B7-2 were 

obtained from Dr. G. Powers. High titres of all 4 of the latter 
antibodies ... and FITC anti-rat IgG, anti-OX-2 and PE anti-mouse IgG, 
FITC-anti-B7-l or FITC anti-B7-2. Mean staining 

with Comparison of mouse OX-2 with known cDNA sequences for B7- 
1, B7-2, CD28 and CTLA4 was performed using a DNASIS 

program (version 2.0... Using a DNASIS program the predicted mouse protein 

sequence has some 51% homology with B7-1 and B7-2 

, 48% with CD28 and 54% with CTLA4 (unpublished ... with 

anti-CD2 8/anti-CTLA4 (see FIG. 6) , or, in studies not shown, using anti- 
B7-1 or anti-B7-2. Again infusion of the IgGl 

isotype control Mab (clone 107.3) did not alter the... was some 50% 
homology of the predicted protein sequence of murine OX-2 with murine 
B7-1, B7-2, CD28 and CTLA4 (Borriello et al . , 

1997), antibodies to the latter molecules did not reverse ... 6A2 , ATCC; 
biotinylated XMG1.2); anti- IL-10 UES5-2A5; biotinylated SXC-1) ; PE anti- 
B7-1/B7-2 (Cedarlane Labs, Hormby, Ontario, 

Canada. . .at -70 [degree (s) ] C. until use in PCR reactions with primers for 
murine GAPDH, B7-1, B7-2 or OX-2. The sense (S) 

and antisense (AS) primers were synthesized by the Biotechnology. . . 
B7-1 Sense: 5 ' CCTTGCCGTTACAACTCTCC3 ' (SEQ . ID . NO . : 12 . . . 

. . .B7-lAntisense : 5 ' CGGAAGCAAAGCAGGTAATC3 ' (SEQ. ID. NO. : 13 . . . 

...B7-2 Sense: 5 ' TCTCAGATGCTGTTTCCGTG3 ' (SEQ . ID . NO . : 14B7 - 

2 Antisense: 5 ' GGTTCACTGAAGTTGGCGAT3 1 (SEQ . ID . NO . : 15 . . . FIG . 11 were 
tested as follows. Firstly, cells were stained with FITC-labeled Mabs to 
B7-1, B7-2, NLDC145 and rat anti-mouse OX-2 
(M3B5) with FITC anti-rat IgG as second. . . 

. . . mRNA extracted from the different cell samples were assayed by PCR for 
expression of GAPDH, B7-1, B7-2 and OX-2. Data 

are shown in FIGS. 11 (pooled from 3 separate studies) and... FIG. 12 
shows PCR detection of B7-1, B7-2 and OX-2 in 

hepatic NPMC. It is a PCR analysis for mRNA expression of OX-2, B7- 

1 and B7-2 in various hepatic NPC cell fractions 

isolated from Flt3L treated mice (see FIG. 11) . Data. . .OX-2 in the cells 
harvested from Flt3L treated mice, when compared with cells expressing 
B7-1 and/or B7-2. In general expression of OX-2 
and B7-2 occured in equivalent subpopulations . 

Faster-sedimenting cells (Fx 3 and 4 in FIG. 11) , while staining for 
NLDC145, were positive by fluorescence mainly for B7-1, not 
B7-2 or OX-2. Similar conclusions were reached both by FACS 
analysis of cell populations (FIG. . .was found that optimal direct 
stimulation (or proliferation and IL-2 production) was seen from B7 
-1 expressing cells (Fxs 3 and 4 in panel A) of FIG. 13) , while 
only OX... FIG. 16 is a bar graph showing the effect of anti B7- 
1; B7-2; or OX-2 on primary allostimulation . It shows 
that anti-OX-2 Mab ...17). Subsets of these cultures contained in 
addition either 5 [mu]g/ml of anti-B7-l, anti-B7- 

2 or anti-OX-2. Supernatants from responder cells stimulated in the 
presence of DC only. . . 

. . .Addition of anti-B7-l or anti-B7-2 to DC 

stimulated spleen cultures led to inhibition of cytokine production (FIG. 
16), while in. . .within a slow-sedimenting (small size) NLDC14 5 [sup] + cell 
population expressing preferentially both cell surface B7-2 
and OX-2 (see FIGS. 11 and 12) . When it was investigated whether this 
same . . . 



...function, fresh spleen cells were stimulated with DC alone or in the 
presence of anti-B7-l, anti-B7-2 or anti-OX-2. 

Note that other studies (data not shown) have confirmed that even... 

...derived DC used contains small numbers of 0X-2[sup] + cells 
(RMG-unpublished) . Unlike anti-B7-l and anti-B7-2 

which decreased cytokine production, a result in keeping with the 
hypothesized role for these as ... cytokine which might modify 
development /maturation of DC into a population expressing increased 
amounts of B7-2 and capable of inducing tolerance 
(Steinbrink, K. et al . 1997. J. Immunol. 159:4772-4780... 

...in the delivery of a tolerizing signal, perhaps in association with 
alterations in expression of B7-2, Fas etc. It is intriguing 
that while there is clearly a key role for intra- ...application of 
immunoadhesins as therapeutic agents. A CTLA4 immuno adhesion, with the 
capacity to bind both B7-1 and B7-2, has been 

used to inhibit T cell costimulation and decrease rejection (Larsen, C. 
P. et...Ke, P. D. Rennert, G. S. Gray, J. G. Gribben, and L. M. Nadler. 
1995. B7-1 and B7-2 do not deliver identical 
costimulatory signals, since B7-2 but not B7-1 

preferentially costimulates the initial production of IL4 . Immunity. 

2 : 523-532 ... Fu. 1996b. A role for gamma delta TCR( + ) cells in regulation 

of rejection of small intestinal allografts in rats. 

Transplantation. 62 : 844 -851 . . . P . S. Linsley, and L. A. Turka. 1996. 

Costimulatory function and expression of CD40 ligand, CD80, and 

CD86 in vascularized murine cardiac allograft rejection. Proc . 

Natl. Acad. Sci . USA. 93 : 13967 -13972 ... S . S. Zamvil, A. Sobel, H. L. 

Weiner, N. Nabavi, and L. H. Glimcher. 1995. B7-1 and 

B7-2 costimulatory molecules activate differentially the 

Thl/Th2 developmental pathways: application to autoimmune disease 

therapy. Cell...R. P. Lowry, and T. C. Pearson. 1994. Regulation of 

immunostimulatory function and costimulatory molecule (B7-1 

and B7-2) expression on murine dendritic cells. J. Immunol. 

152 :52085219. . .Lenschow, D. J., T. L. Walunas, and J. A. Bluestone. 1996. 

CD28/B7 system of T cell costimulation. Annu. Rev. Immunol. 

14 :233-258. . . 
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Summary of the Invention: 

...blocker, of the CD40 ligand-CD40 interaction (optionally, an 
inhibitor or blocker of the CD28-B7 interaction can also be 
administered ... In embodiments wherein the CD28-B7 interaction is 
inhibited, it can be inhibited by administering a soluble ligand or 
receptor or antibody for the CD28 or B7, e.g., a soluble CTLA4 , 
e.g., a CTLA4 fusion protein, e.g., a CTLA4 immunoglobulin fusion, e.g., 
a CTLA4/Ig. Preferably, the inhibitor binds B7 . In preferred 
embodiments anti-B7-l and/or anti-B7-2 antibodies 
are administered. . . 

...an anti-CD40L antibody is administered prior to administration of a 
blocker of the CD28/B7 interaction, e.g., CTLA4/Ig. The CD40/CD40L 
blocker can be administered on the day donor tissue is introduced and the 
CD28/B7 blocker administered 2, 3, 4, 5 or more days later... 
recipient, a blocker of the CD40 ligand-CD40 interaction (optionally, a 
blocker of the CD28-B7 interaction can also be administered ... lung, 
or other body parts, such as bone or skeletal matrix, tissue, such as 
skin, intestines, endocrine glands, or progenitor stem cells of 
various types, are all examples of grafts. 



Description of the Invention . 
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description of the Invention- 

deficient in SSS^ii^".^^"? 1 ™^ 

or related molecules, [sup] 1 



...Footnote: [sup] 1 B7 is a ligand for T cell surface antigen CD28 
that is expressed by antigen presenting... 

.monocytes, and dendritic cells. Antigen presentation by MHC class II 

molecules on cells that express B7 induces optimal T cell 

proliferation and cytokine production, but antigen presentation by MHC 

class II molecules in the absence of B7/CD28 binding results in 

tolerance to the antigen. Gimmi, et al . , PROC. NATL. ACAD. SCI... Cats and 

dogs have been commonly used as large animal models for 

transplantation, including bone marrow, lung, intestine, and 

bone transplants {Ladiges, et al . , LAB. ANIM. SCI., 40:11-15, 1990; 

Henry, et al., AM. J. . .be conducted to establish chimerism and to rule 

out GvHD and immune reactions to the graft tissue. Immunopathology 

studies may be performed on biopsies of the skin, the liver, the 

intestines, the bronchial mucosa, the thymus, the lymph nodes, the 

spleen, and/or other tissues from the intended graft. These target 

tissues are stained and evaluated for cellular injury indicative of GvHD 

or organ. .. cells , cells producing anti-idiotype antibodies, veto cells, 

and/or antigen presenting cells deficient in B7 or similar 

molecules. Such cells may be obtained from a surrogate animal treated as 

taught .. .Transplant organs or tissues having an immune component 

(for example, the lungs and intestines) normally go through a phase 

of immune deficiency between the time when the donor leukocytes ... against 

infections, and the loss of the monocytes, macrophages, and dendritic 

cells may leave the graft, especially lung and intestinal 

grafts, susceptible to opportunistic infection. . . 

.The intestines are usually regarded as a digestive organ. However, the 
intestinal tract is also the largest lymphoid organ in the body. 
GvHD resulting from the resident lymphocytes attacking the organ 
graft recipient poses a major problem following 
transplantation of intestines. The GvHD resulting from the 
resident lymphocytes attacking the organ graft recipient has also 
been reported after liver transplantation, and is potentially a 
problem with lung transplants... 



l/KWIC/14 (Item 14 from file: 654) 

DIALOG(R) File 654 : (c) FORMAT ONLY 2002 THE DIALOG CORP. All rts . reserv. 

Description of the Invention: 

. . .be used to replace damaged portions of esophagus, blood vessels, or 
bile duct. The skin grafts can be used not only for burns, but also 
as a dressing to damaged intestine or to close certain defects such 
as diaphragmatic hernia. The graft is derived from any mammalian 
source, including human, whether from cadavers or living donors. 
Preferably. . .Biol. 8: 2159-2165 (1988)); the c-myc tag and the 8F9, 3C7, 
6E10, G4, B7 and 9E10 antibodies thereto (Evan et al., Mol . Cell. 
Biol. 5 (12) :3610-3616 (1985... 



l/KWIC/15 (Item 15 from file: 654) 
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Abstract : 

. . .organ. The methods of the invention can be used to induce T cell 
tolerance to transplants such as liver, kidney, heart, lung, sklin, 
muscle, neuronal tissue, stomach and intestine. A method for 
treating diabetes comprising administering to a subject allogeneic or 
xenogeneic cells expressing. . . 



Summary of the Invention: 

...a ligand on B cells or other APCs . Ligands for CD28 include members 
of the B7 family of B lymphocyte activation antigens, such as 



B7-1 and/or B7-2 (Freedman, A. S. et al. (1987) 
J. Immunol. 137, 3260-3267: Freeman, G. J. et . . . 

...366, 76-79; Freeman, G. J. et al . (1993) J. Exp. Med. 178, 2185-2192). 
B7-1 and B7-2 are also ligands for another 

molecule, CTLA4 , present on the surface of activated T cells... of the 
current invention can be used, for example, to induce T cell tolerance to 
transplanted tissue or organs such as liver, kidney, heart, lung, 
skin, muscle, neuronal tissue, stomach and intestines. In one 
embodiment, the transplanted tissue comprises pancreatic islets. 
Accordingly, the invention provides a method for treating diabetes 
comprising administering. . . 

Description of the Invention: 

. . .may prevent the induction of costimulatory molecules on the 
allogeneic or xenogeneic cell, (e.g. B7 family molecules on a B 
cell), so that the cell delivers only an antigenic signal... may lack 
expression of or express only low levels of costimulatory molecules such 
as the B7 family of proteins (e.g., B7-1 and B7- 

2). Expression of costimulatory molecules on potential allogeneic 
or xenogeneic cells to be used in the... be distinguished from activated B 
cells by assaying for expression of costimulatory molecules, such as 
B7-1 and/or B7-2, on the surface of activated B 

cells by standard techniques (e.g. immunof luorescence . . . The methods can 
be used to induce T cell tolerance in a recipient of a graft of a 
tissue or organ such as pancreatic islets, liver, kidney, heart, lung, 
skin, muscle, neuronal tissue, stomach and intestines. Thus, the 
methods of the invention can be applied in treatments of diseases or 
conditions which entail tissue or organ transplantation (e.g., 
liver transplantation to treat hypercholesterolemia, transplantation of 
muscle cells to treat muscular dystrophy. . . 
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Abstract : 

...organ. The methods of the invention can be used to induce T cell 
unresponsiveness to transplants such as liver, kidney, heart, lung, 
skin, muscle, neuronal tissue, stomach and intestine. A method for 
treating diabetes comprising administering to a subject allogeneic or 
xenogeneic cells expressing. . . 

Summary of the Invention: 

...a ligand on B cells or other APCs . Ligands for CD28 include members 
of the B7 family of B lymphocyte activation antigens, such as 
B7-1 and/or B7-2 (Freedman, A. S. et al . (1987) 
J. Immunol. 137, 3260-3267; Freeman, G. J. et . . . 

...366, 76-79; Freeman, G. J. et al . (1993) J. Exp. Med 178, 2185-2192). 
B7-1 and B7-2 are also ligands for another 

molecule, CTLA4, present on the surface of activated T cells... of the 
current invention can be used, for example, to induce T cell tolerance to 
transplanted tissue or organs such as liver, kidney, heart, lung, 
skin, muscle, neuronal tissue, stomach and intestines. In one 
embodiment, the transplanted tissue comprises pancreatic islets. 
Accordingly, the invention provides a method for treating diabetes 
comprising administering... 

Description of the Invention: 

...may prevent the induction of costimulatory molecules on the 
allogeneic or xenogeneic cell, (e.g. B7 family molecules on a B 
cell), so that the cell delivers only an antigenic signal... may lack 
expression of or express only low levels of costimulatory molecules such 



as the B7 family of proteins (e.g., B7-1 and B7- 

2) . Expression of costimulatory molecules on potential allogeneic 
or xenogeneic cells to be used in the. . . 

.be distinguished from activated B cells by assaying for expression of 
costimulatory molecules, such as B7-1 and/or B7-2 

, on the surface of activated B cells by standard techniques (e.g. 
immunof luorescence . . . The methods can be used to induce T cell tolerance 
in a recipient of a graft of a tissue or organ such as pancreatic 
islets, liver, kidney, heart, lung, skin, muscle, neuronal tissue, 
stomach and intestines. Thus, the methods of the invention can be 
applied in treatments of diseases or conditions which entail tissue or 
organ transplantation (e.g., liver transplantation to treat 
hypercholesterolemia, transplantation of muscle cells to treat muscular 
dystrophy. . . 



Set Items Description 

SI 26 (CD80 OR CD86 OR B7 OR B7 (W) 1 OR B7(W)2) AND (INTESTIN?) (2- 

ON) (TRANSPLANT? OR GRAFT?) 



SYSTEM: OS - DIALOG OneSearch 

File 5:Biosis Previews (R) 1969-2 002/Sep W5 
(c) 2002 BIOSIS 

*File 5: Alert feature enhanced for multiple files, duplicates 
removal, customized scheduling. See HELP ALERT. 

File 73 : EMBASE 1974 - 2 002 /Sep W5 

(c) 2002 Elsevier Science B.V. 
*File 73: Alert feature enhanced for multiple files, duplicates 
removal, customized scheduling. See HELP ALERT. 

File 155 : MEDLINE (R) 1966-2002/Sep W5 
*File 155: Alert feature enhanced for multiple files, duplicates 
removal, customized scheduling. See HELP ALERT. 

File 399:CA SEARCH (R) 1967 -2 002/UD=13713 
(c) 2002 American Chemical Society 
*File 399: Use is subject to the terms of your user/customer agreement. 
Alert feature enhanced for multiple files, etc. See HELP ALERT. 



Set Items Description 



? s (b7 or b7 (w) 1 or B7 (w) 2 or cd80 or cd86) and (intestin?) (20n) (graft? or 

transplant?) 

Processing 

Processing 

Processing 

16235 B7 

16235 B7 

8680318 1 

4900 B7(W)1 

16235 B7 

8393421 2 

4231 B7(W)2 

7942 CD80 

6204 CD86 

776555 INTESTIN? 

493662 GRAFT? 

1352163 TRANSPLANT? 

11754 INTESTIN? (2 ON) (GRAFT? OR TRANSPLANT?) 

SI 34 (B7 OR B7(W)1 OR B7 (W) 2 OR CD80 OR CD86) AND 

(INTESTIN?) (2 ON) (GRAFT? OR TRANSPLANT?) 

? rd si 
. . . completed 
S2 

? t s2/7/all 



examining records 
20 RD SI (unique items) 



2/7/1 (Item 1 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts. reserv. 



13167549 BIOSIS NO.: 200100374698 

CD80/86 and Thl cytokine expression in intestinal graft 

following reperfusion and endotoxemia. 
AUTHOR: Wada M; Amae S ; Ishii T; Sano N; Sasaki H; Nio M; Hayashi Y; Ohi R 

(a) 

AUTHOR ADDRESS: (a) Department of Pediatric Surgery, Tohoku University 

School of Medicine, 1-1 Seiryo-machi , Aoba-ku, Sendai, 980-8574** Japan 
JOURNAL: Transplantation Proceedings 33 (1-2) :p345-346 February-March, 
2001 

MEDIUM: print 

CONFERENCE/MEETING: XVIII International Congress of the Transplantation 
Society Rome, Italy August 29-September 01, 2000 
SPONSOR: Transplantation Society 
ISSN: 0041-1345 
RECORD TYPE: Citation 



LANGUAGE : Eng 1 i s h 
SUMMARY LANGUAGE: English 
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DIALOG (R) File 5:Biosis Previews (R) 
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13142026 BIOSIS NO.: 200100349175 

CD 8 T cell-mediated rejection of intestinal allografts is resistant to 

inhibition of the CD40/CD154 costimulatory pathway. 
AUTHOR: Guo Zhong; Meng Lingzhong; Kim Oliver; Wang Jun; Hart John; He Gang 

; Alegre Maria-Luisa; Thistlethwaite J Richard Jr; Pearson Thomas C; 

Larsen Christian P; Newell Kenneth A (a) 
AUTHOR ADDRESS: (a) Department of Surgery, University of Chicago, 5841 South 

Maryland Avenue, Chicago, IL, 6063 7: newel l@surgery . bsd . uchicago . edu**USA 
JOURNAL: Transplantation (Baltimore) 71 (9) :pl351-1354 May 15, 2001 
MEDIUM: print 
ISSN: 0041-1337 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
SUMMARY LANGUAGE: English 

ABSTRACT: Background: Disruption of the CD40/CD154 pathway inhibits 
rejection in numerous models. The importance of this pathway on 
intestinal allograft rejection was examined in this study. Methods: 
Intestinal grafts from B6C3F1 mice transplanted into 

C57BL/6 recipients were assessed histologically for rejection. Results: 
The monoclonal antibody to CD154, MR1, failed to inhibit rejection in 
wild-type mice. Similarly, CD154-/- recipient mice rejected intestinal 
allografts. MR1 did inhibit early rejection in CD8-/- mice, but had no 
effect in CD4-/- recipients. All MRl-treated CD8-/- recipients eventually 
developed rejection. No benefit was observed when blockade of the 
CD40/CD154 pathway by MR1 was combined with blockade of the CD28/B7 
pathway by mCTLA4Ig. Conclusions: These data suggest that CD4 + T cells 
mediating intestinal allograft rejection may be more dependent upon the 
CD40/CD154 pathway than CD8+ T cells. This finding highlights the 
importance of identifying agents that suppress CD8+ T cell -mediated 
rejection. 
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11618690 EMBASE No: 2002190464 

Expression of the co-stimulatory molecule CD80 (B7-1) 
in a porcine intestinal graft 

Wada M.; Amae S.; Sano N.; Ishii T.; Sasaki H.; Nishi K.; Nio M. ; Hiyashi 
Y . ; Ohi R . 

Dr. R. Ohi, Department of Pediatric Surgery, Tohoku University School of 
Medicine, 1-1 Seiryo-machi , Aoba-ku, Sendai 980-8574 Japan 
Transplantation Proceedings ( TRANSPLANT. PROC . ) (United States) 2002 
, 34/3 (1042-1044) 

CODEN: TRPPA ISSN: 0041-1345 
PUBLISHER ITEM IDENTIFIER: S0041134502 
DOCUMENT TYPE: Journal ; Conference Paper 
LANGUAGE: ENGLISH 
NUMBER OF REFERENCES: 5 
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11366232 EMBASE No: 2001380446 

Cutting edge: Membrane lymphotoxin regulates CD8SUP+ T cell -mediated 
intestinal allograft rejection 

Guo Z.; Wang J.; Meng L, ; Wu Q. ; Kim 0.; Hart J.; He G. ; Zhou P.; 
Thistlethwaite J.R. Jr.; Alegre M.-L.; Fu Y.-X.; Newell K. A. 

Dr. K.A. Newell, Department of Surgery, Emory University, WMB 5105, 1639 

Pierce Drive, Atlanta, GA 30322 United States 

AUTHOR EMAIL : kenne th . newe 1 l@emory . org 

Journal of Immunology ( J. IMMUNOL. ) (United States) 01 NOV 2001, 

167/9 (4796-4800) 

CODEN: JOIMA ISSN: 0022-1767 

DOCUMENT TYPE: Journal ; Article 

LANGUAGE: ENGLISH SUMMARY LANGUAGE: ENGLISH 

NUMBER OF REFERENCES: 2 7 

Blocking the CD2 8/B7 and/or CD154/CD40 costimulatory pathways 
promotes long-term allograft survival in many transplant models where 
CD4SUP+ T cells are necessary for rejection. When CD8SUP+ T cells are 
sufficient to mediate rejection, these approaches fail, resulting in 
costimulation blockade-resistant rejection. To address this problem we 
examined the role of lymphotoxin-related molecules in CD8SUP+ T 
cell-mediated rejection of murine intestinal allografts. Targeting membrane 
lymphotoxin by means of a fusion protein, mAb, or genetic mutation 
inhibited rejection of intestinal allografts by CD8SUP+ T cells. This 
effect was associated with decreased monokine induced by IFN-gamma (Mig) 
and secondary lymphoid chemokine (SLC) gene expression within allografts 
and spleens respectively. Blocking membrane lymphotoxin did not inhibit 
rejection mediated by CD4SUP+ T cells. Combining disruption of membrane 
lymphotoxin and treatment with CTLA4-Ig inhibited rejection in wild- type 
mice. These data demonstrate that membrane lymphotoxin is an important 
regulatory molecule for CD8SUP+ T cells mediating rejection and suggest a 
strategy to avoid costimulation blockade-resistant rejection. 
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10637567 EMBASE No : 2000101054 

Blockade of the B7-CD2 8 pathway by CTLA4-Ig counteracts rejection 
and prolongs survival in small bowel transplantation 

Kurlberg G . ; Haglind E.; Schon K. ; Tornqvist H. / Lycke N. 

G. Kurlberg, Department of Surgery, Sahlgrenska Univ. Hospital/Ostra , 

SE-416 85 Goteborg Sweden 

Scandinavian Journal of Immunology ( SCAND. J. IMMUNOL. ) (United Kingdom 

) 2000, 51/3 (224-230) 

CODEN: SJIMA ISSN: 0300-9475 

DOCUMENT TYPE: Journal; Article 

LANGUAGE: ENGLISH SUMMARY LANGUAGE: ENGLISH 

NUMBER OF REFERENCES: 32 

Allograft rejection involves T-cell activation, requiring T-cell receptor 
interactions with major histocompatibility complex (MHC) molecules and 
costimulatory signals delivered through the B7-CD2 8 pathway. We 
evaluated the effect of blocking this pathway on graft rejection and 
survival, in a rat experimental model of small bowel transplantation. 
Heterotopic small bowel transplantation was performed between PVG donor 
rats and DA recipient rats. The recipient animals were treated with 
CTLA4-Ig or irrelevant immunoglobulin (Ig)G as control and followed for 18, 
3 0 or 90 days. The survival rate and degree of inflammation and 
accumulation of CD4sup + T cells and macrophages were determined in the 
transplanted bowels. We found that administration of CTLA4- Ig 



significantly improved the survival rate compared to control rats: after 30 
days 73% of the treated rats had survived and at 90 days 5/8 rats were 
still living, whereas in the control group only 2/8 rats had survived. The 
grafts showed preserved mucosal structure with only a mild degree of 
subacute inflammation and the accumulation of CD4sup +T cells and 
macrophages was noticeably reduced in treated animals as compared to 
control rats. Necrosis was extensive in control rats, whereas CTLA4-Ig 
treated animals had grafts with at least some preserved villus morphology 
and no necrotic tissue. Although small bowel transplantation has proven 
exceptionally difficult, in this study we have shown that CTLA4-Ig 
treatment may provide a promising strategy to prevent rejection and induce 
long term tolerance and graft survival. 
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07807817 EMBASE No: 1999297285 

Cutting edge: Blockade of the CD28/B7 costimulatory pathway 
inhibits intestinal allograft rejection mediated by CD4sup + but not CD8sup 
+ T cells 

Newell K.A. ; He G . ; Guo Z.; Kim O.; Szot G.L.; Rulifson I.; Zhou P.; Hart 
J.; Thistlethwaite J.R.; Bluestone J. A. 

Dr. K.A. Newell, Department of Surgery, MC 5026, University of Chicago, 
5841 South Maryland Avenue, Chicago, IL 60637 United States 
AUTHOR EMAIL: newell@surgery.bsd.uchicago.edu 

Journal of Immunology ( J. IMMUNOL. ) (United States) 01 SEP 1999, 163/5 
(2358-2362) 

CODEN: JOIMA ISSN: 0022-1767 
DOCUMENT TYPE: Journal; Article 

LANGUAGE: ENGLISH SUMMARY LANGUAGE: ENGLISH 
NUMBER OF REFERENCES: 17 

The effect of blocking the CD2 8/B7 costimulatory pathway on 
intestinal allograft rejection was examined in mice. Murine CTLA4 Ig 
failed to prevent the rejection of allografts transplanted into 
wild-type or CD4 knockout (KO) mice but did inhibit allograft rejection by 
CD8 KO recipients. This effect was associated with decreased intragraft 
mRNA for IFN-gamma and TNF-alpha and increased mRNA for IL-4 and IL-5. This 
altered pattern of cytokine production was not observed in allografts from 
murine CTLA4Ig-treated CD4 KO mice. These data demonstrate that blockade of 
the CD28/B7 pathway has different effects on intestinal allograft 
rejection mediated by CD4sup + and CD8sup + T cells and suggest that T cell 
subsets have different costimulatory requirements in vivo. The results also 
suggest that the inhibition of CD4sup + T cell -mediated allograft rejection 
by CTLA4Ig may be related to down- regulation of Thl cytokines and/or 
up- regulation of Th2 cytokines. 
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07614757 EMBASE No: 1999088574 

CTLA4 IgG treatment induces long-term acceptance of rat small bowel 
allografts 

Tarumi K. ; Murakami M.; Yagihashi A.; Nakagawa I./ Hirata K. ; Uede T. 
Dr. T. Uede, Section of Immunopathogenesis , Institute of Immunological 
Science, Hokkaido University, Kita-15, Nishi 7, Kita-ku, Sapporo 060-0815 
Japan 

Transplantation ( TRANSPLANTATION ) (United States) 27 FEB 1999, 67/4 
(520-525) 

CODEN: TRPLA ISSN: 0041-1337 



DOCUMENT TYPE: Journal; Article 

LANGUAGE: ENGLISH SUMMARY LANGUAGE: ENGLISH 
NUMBER OF REFERENCES: 31 



Background. CTLA4 immunoglobulin (Ig)G that binds to B7 effectively 
inhibits the signaling of CD28/CTLA4 -B7 pathway and induces antigen 
specific T cell unresponsiveness in vitro and in vivo. Using CTLA4IgG, we 
examined induction of long-term graft survival and the mechanism of 
maintenance of tolerance in rat allogeneic small bowel transplantation. 
Methods. Small bowels of Brown-Norway rats (RTl(n)) were heterotopically 
transplanted into Lewis rats (RTlsup 1) . Recipients were treated with an 
i.p. injection of either CTLA4IgG or control IgG for 7 days. Results. 
Long-term survival was observed in rats treated with CTLA4IgG, whereas 
control rats died within 16 days after transplantation. To examine whether 
a tolerant state was established in long- term survival rats, secondary 
transplantation was performed using small bowels of Brown-Norway rats or 
ACI (RTlsup b) rats. It was demonstrated that small bowels of Brown-Norway 
rats were accepted; however, those of ACI rats were rejected within 10 
days. Serum concentrations of interleukin (IL) -4 were maintained at >50 
mug/ml for 7 days after transplantation in rats treated with CTLA4IgG but 
<15 mug/ml in control recipients. Serum IFN-gamma in CTLA4 IgG- treated 
recipients increased after transplantation and was not distinguishable from 
that of control recipients during the first 7 days after transplantation. 
Conclusion. We demonstrated that CTLA4 IgG treatment alone for 7 days 
induced a long-term donor specific tolerance rat allogeneic small bowel 
transplantation. The induction of long-term acceptance of small bowel 
allografts by CTLA4 IgG is not caused by simply the shift of anti -alloimmune 
responses from Thl to Th2 cytokine production. 
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Prolongation of rat small bowel allograft survival of CTLA-4 IG 
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Dr. K. Tarumi, First Department of Surgery, Sapporo Med. Univ. Sch. of 
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Transplantation Proceedings ( TRANSPLANT. PROC. ) (United States) 1998, 
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CODEN: TRPPA ISSN: 0041-1345 
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DOCUMENT TYPE: Journal; Conference Paper 
LANGUAGE: ENGLISH 
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Survival of rat small bowel allografts treated with allotrap 07 (R) 
Tice D.G.; Bruch D . ; Buelow R.; Squiers E.C. 

Dr. D.G. Tice, Department of Surgery, New York State Univ. Hlth. Sci. 
Ctr., Syracuse, NY 13210 United States 

Journal of Surgical Research ( J. SURG. RES. ) (United States) 1997, 
72/1 (78-83) 

CODEN: JSGRA ISSN: 0022-4804 
DOCUMENT TYPE: Journal; Article 

LANGUAGE: ENGLISH SUMMARY LANGUAGE: ENGLISH 
NUMBER OF REFERENCES: 18 



Previous reports from other investigators demonstrate prolongation of 
allogeneic heart graft survival and decrease in CTL responses in rats 
treated with a small synthetic peptide corresponding to residues 75-84 of 
the human HLA-B7-01 molecule (Allotrap 07 (R) ) . We wished to determine 
the efficacy of these peptides in the highly immunogenic ACI > LEW and LEW 
> ACI small bowel transplant models. Animals were divided into treatment 
groups: I, none; II, Allotrap (20 mg/kg/day on Days 0-4); III, cyclosporine 
(CsA; 10 mg/kg/day on Days 0-4) ; IV, Allotrap + CsA (as in groups II and 
III); V, Allotrap (40 mg/kg/day every other day on Days -19 to 4); VI, 
Allotrap + CsA (as in groups III and V); VII, Allotrap + CsA (as in groups 
III and V, with Allotrap administered intragraft Days 0-4) . The animals 
Were sacrificed at the time of graft rejection (defined by dusky, necrotic 
stoma and increased stomal output) . Peripheral blood, spleen, native bowel, 
and allograft intraepithelial and lamina propria lymphocytes were harvested 
and mixed lymphocyte culture (MLC) reactivity against self, donor, and 
third-party splenocytes was assessed. Statistical analysis was performed by 
ANOVA with Dunnett ' s t for multiple comparisons against a control as a post 
hoc test. We found a very slight, but significant prolongation of graft 
survival in with treatment protocol V for both strain combinations. In 
addition, MLC response of splenocytes to donor antigen was decreased with 
combined CsA and Allotrap, but not with Allotrap alone. We conclude that 
Allotrap decreases response to alloantigens , and slightly, but 
significantly prolongs graft survival in the highly immunogenic small bowel 
transplant model. 
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wild-type or CD4 knockout (KO) mice but did inhibit allograft rejection by 
CD8 KO recipients. This effect was associated with decreased intragraft 
mRNA for IFN-gamma and TNF-alpha and increased mRNA for IL-4 and IL-5. This 
altered pattern of cytokine production was not observed in allografts from 
murine CTLA4lg-treated CD4 KO mice. These data demonstrate that blockade of 
the CD28/B7 pathway has different effects on intestinal allograft 
rejection mediated by CD4+ and CD8+ T cells and suggest that these T cell 
subsets have different costimulatory requirements in vivo. The results also 
suggest that the inhibition of CD4+ T cell-mediated allograft rejection by 
CTLA4lg may be related to down-regulation of Th1 cytokines and/or 
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